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Table S-6
Rank order of ligand affinity reported in studies that examined >2 ligands per receptor, measured by displacement
of 'H]CP55,940 or other tritiated agonists as described in footnotes'

reference, notes” rank order’
CB1 | Devane et al., 1988, [’"H]CP, nativeC, @PMSF RnCB1: CP(0.68) > THC(1.6) > CBN(13) > CBD(>500)
CB1 | Bridgen et al., 1990, ["H]CP, nativeC, GPMSF RnCB1: HU(0.68) > CP(0.78) » THC(143.4)
CBl | Herkenham et al., 1990; ['H]CP, nativeA, @PMSF RnCB1: CP(15) » THC(420) » CBN(3200) » CBD(53,000)
CBl | Devane et al., 1992; [’"HJHU, nativeB, GPMSF RnCB1: HU(0.234) > CP(2.0) » THC(46)
CBl | Felder et al., 1992; ["H]CP, CBltrans5, @PMSF HsCB1: CP(3.72) » THC(53.3) » WIN(564)
CB1 | Jansen et al., 1992; ["H]CP, nativeD, GPMSF RnCB1: CP(1.0) > WIN(8.8)
CBl | Thomas et al., 1992; ["H]THC-DMH, nativeF, GPMSF RnCB1: CP(52) > WIN(522) » THC(2200)
CBl | Compton et al., 1993; ["H]CP, nativeC, @PMSF RnCB1: HU(0.73) = CP(0.92) » THC(40.7) » CBD(4350)
CBl | Houston + Howlett, 1993; ["H]CP, nativeC, @PMSF RnCB1: CP(0.94) » THC(24.1) > CBN(159) » CBD(3000)
CB1 | Abadji et al., 1994; ["H]CP, nativeC, +PMSF RnCB1: MethAEA(20) » AEA(78)
CB1 | Childers et al., 1994; ["TH]WIN, nativeD, +PMSF RnCB1: WIN(0.3) » AEA(60.4)
CB1 | Rinaldi-Carmona et al., 1994; ["H]CP, CBInativeC, RnCBI1: CP(1.37) = SR(1.98) > WIN(9.94) > THC(35.3)
CB2nativel
CBl | Vogel et al., 1994 ["HJHU, trans3, @PMSF, Centri RnCB1: AEA(155)> CBN(1336)
CB1 | Adams et al., 1995; ['H]CP, nativeB @PMSF RnCBI1: CP(0.58) » MethAEA(87) » AEA(89)
CBl | Bouabola et al., 1995; ["H]CP, trans2, @PMSF HsCB1: CP(0.68) > THC(3.9) » WIN(485)
CBl | Felderet al., 1995; ["H]CP, CBltrans5, CB2transl, HsCB1: HU(0.06) » CP(3.72) » THC(53.3) = WIN(62.3) > AEA(543) >
+PMSF CBN(1130)
CB1 | Hillard et al., 1995; ['H]CP, nativeC, +PMSF RnCB1: CP(0.7) > THC(52) > AEA(143)
CBl | Welch et al., 1995; ["H]CP, native spinal cord, +PMSF | RnCB1: CP(0.9) > AEA(214) > THC(300)
CBl | Mechoulam et al., 1995; ["H]JHU, CBlnativeB, RnCB1: AEA(252) > 2AG(472)
CB2trans3, OPMSF




CBl | Sugiura et al., 1995; ["H]CP, nativeC, +DPFP RnCB1: CP(0.83) » AEA(89) » 2AG(2400)
CB1 | Hirst et al., 1996; ['H]SR, nativeD, +PMSF, RnCBI1: SR(4) > WIN(18) > THC(51) > AEA(550)
CBl | Rinaldi-Carmona et al., 1996; ['H]SR, nativeB, @PMSF | RnCBI1: SR(1.35) > CP(8.1) > WIN(39.4) ~ THC(40.5) > AEA(152.9)
CBl | Rinaldi-Carmona et al., 1996 ["H]CP, trans3, @PMSF HsCB1: CP(2.26) > SR(4.9) > THC(7.1) » WIN(93) > AEA(298)
CB1 | Showalter et al., 1996; ["H]CP, trans2, +PMSF HsCB1: CP(0.58) > SR(12.3) > THC(21) » CBN(326)
CBl | Song + Bonner, 1996; ["H]WIN, trans4, GPMSF HsCB1: HU(0.26) » CP(4.6) > WIN(11.9) > AEA(115.6)
CBl | Deutsch et al., 1997; ["H]AEA, renal epithelium HsCB1: CP(28.1) > AEA(29.5) > SR(31.5) > SR(41.6)
CBl | Gatley et al., 1997; ["H]CP, nativeD, @PMSF MmCBI1: CP(0.9) » WIN(12) > SR(16) > THC(131)
CBl | Gifford et al., 1997 [H]SR, nativeE RnCB1: SR(2) » WIN(170) » THC(1700)
CBl | Rheeetal., 1997; ["HJHU, CBlnativeB and trans3, RnCBlnativeB: HU(0.19) » THC(66.5) » CBN (392)
CB2trans3, OPMSF RnCBltrans3: HU(0.1) » THC(80.3) » CBN (211.2)
CB1 | Sheskin et al., 1997; ["HJHU, nativeB, @PMSF RnCB1: methAEA(31.1) > AEA(39.2) > THC(46)
CBl | Berglund et al., 1998; ["H]CP, RnCBInativeA, RnCB1: methAEA (3.2) > AEA(12)
HsCB2nativelL. +PMSF
CBl | Bonhaus et al., 1998; ['H]CP, trans2, @PMSF, Log HsCB1: HU(0.63) > CP(3.0) » THC(32) = WIN(32) » AEA(631)
CBl | Chin et al., 1998; ['H]CP, trans2, @PMSF HsCB1: CP(7.7) > WIN(16.2)
CBl | Linetal., 1998; ["H]CP, CBlnativeC, +PMSF RnCB1: methAEA(17.9) > AEA(61.0)
CBl | MacLennan et al., 1998; ["H]CP, trans2, +PMSF, Log | HsCB1: CP(2) > SR(17) > WIN(42) > CBN(120)
CB1 Rinaldi-Carmona et al., 1998 ["H]CP for CP, ["H]SR for | HsCBI1: SR(4.84) > CP(5.47)
SR, trans2, OPMSF
CBl | Tao + Abood, 1998; [’H]CP trans4, +PMSF HsCB1: HU(0.44) > SR(0.68) > CP(1.21) » WIN(17.4) > THC(33.6) >
AEA(321)
CBl | Thomas et al., 1998; ["H]CP, nativeB, +PMSF RnCB1: CP(0.54) > WIN(2.48) > SR(6.18) > AEA(29.7) = THC(37.0) >
CBN(247) » CBD(2283)
CBl | Chin et al., 1999; ["H]CP, trans2, @PMSF HsCB1: CP(3.8) > SR(5.9) > WIN(21.7) > methAEA(35.1)
CB1 | Hillard et al., 1999; [’"H]CP, nativeD, native] +PMSF RnCB1: CP(0.5) > WIN(4.4) » AEA(71.7)
CBl | Kanyonyo etal., 1999 [’H]ISR, trans2 HsCB1: HU(0.82) > CP(5.2) > SR(8.9) » WIN(152.2)
CBl | Kathmann et al., 1999 ["H]SR, nativeC, Log RnCB1: SR(2.95) » CP(45.7) > WIN(1174)
CB1 | Kearn et al., 1999; ['H]CP, nativeD, +PMSF RnCB1: HU(0.09) > CP(0.58) > WIN(4.4) > THC(28.4) > AEA(71.7)
CBl | Song et al., 1999; ["H]CP, trans4, OPMSF HsCB1: HU(0.21) » CP(2.2) » WIN(25.4) > AEA(76.2)
CB1 | Breivogel + Childers, 2000 ["H]JSR, nativeD, nativeE, HsCB1(cerebellum): CP(1.7) > WIN(11) > THC(210) > metA(150)




native hypothalamus

HsCB1(hippocampus): CP(5.6) > WIN(29) > THC(170) > metA(330)
HsCBl1 (hypothalamus): CP(2.0) > WIN(14) > THC(37) > metA(240)

CB1 | Fowler et al., 2001; ["H]SR, nativeB, GPMSF RnCB1: SR(0.57) > CP(8.44) > WIN(194.9) > AEA(240)
CBl | Iwamura et al., 2001; ["H]CP, HsCB1+CB2 trans2, HsCB1: THC(5.05) > WIN (9.87)
RnCB1+CB2 nativeD+nativeK, @OPMSF RnCB1: WIN (0.14) » THC(13.5)
MmCBI1: WIN(0.41) » THC(8.33)
CB1 | Devlin+Christopoulos, 2002 ["H]SR, nativeD, Log RnCB1: HU(0.32) > CP(1.26) > SR(2.24) > WIN(6.31)
CBl | Lichtman et al., 2002; [’H]CP, nativeC, +PMSF MmCB1: CP(0.49) » AEA(61) > MethAEA(75) » 2AG(1890)
CBl | Mauler et al., 2002; ["H]BAY, HsCBltrans0, HsCBltrans0: HU(0.41) > CP(1.10) > WIN(11.7) > THC(15.3)
HsCBlnativeC, RnCBlnativeC, HsCB2trans0, OPMSF | HsCBlnativeC: CP(0.51) > THC(13.7))
RnCB1: HU(0.39) > CP(1.30) > WIN(6.87) > THC(77.3)
CBl | McAllister et al., 2002; [’"H]CP, trans4, +PMSF HsCB1: WIN(1.3) > SR(7.1) > THC(37) » AEA(450)
CB1 | van der Stelt et al., 2002 [’H]CP, nativeC +PMSF RnCB1: AEA(90) = 2-AG(100)
CBl | Marchese et al., 2003; [’"H]CP, nativeD RnCB1: CP(0.32) » THC(21.3)
CB1 | McAllister et al., 2003; ["H]CP, MmCBI, trans4, MmCBI1: SR(4.8) > WIN(12) » AEA(300)
+PMSF
CBl | De Vry etal., 2004; ["H]BAY, CBlnativeC, CB2trans0 | HsCB1: CP(0.51) > 13.7(THC)
OPMSF RnCB1: CP(1.15) » THC(69.7)
CB1 | Govaerts et al., 2004 trans2, CB1:[*H]CP; HsCB1: HU(1.7) > CP(6.6) > THC(32.4) > SR(33.1) > WIN(129)
CB2:[’H]WIN, @PMSF MmCB1: CP(0.30) = HU(0.32) » WIN(7.1) = SR(9.3) » THC(98)
CB1 | Steffens et al., 2004; ["H]CP, nativeC, nativeAmygdala, | HsCB1(neocortex): CP(2.14) > THC(19.5) > AEA(25.7) > WIN(53.7)
+PMSF HsCBl1(amygdala): CP(2.29) > THC(17.8) > WIN(40.7) > AEA(54.0)
CBl | Brizzi et al., 2005; ["H]CP, trans3, @PMSF HsCB1: WIN(21) > AEA(72)
CB1 | Bobrov et al., 2005 ["H]CP HsCB1+2 trans2, HsCB1: CP(0.31) » 2-AG(160) > AEA(240)
RnCB1+2 nativeC+nativeJ, OPMSF RnCB1: CP(0.09) » AEA(160) > 2-AG(26% at 1000)
CBl | Muccioli et al., 2005 ["H]SR; trans2 HsCB1: SR(5.4) > HU(18.6) » WIN(3802)
CBl | Picone et al., 2005; ["H]CP, trans2, @PMSF HsCB1: CP(6.7) > WIN(18.3) > THC(89.9)
Ryberg et al., 2005; ["H]CP, trans4, OPMSF HsCB1: HU(0.15) > CP(2.53) = THC(3.17) = SR(3.27) > WIN(13.7) >
AEA(24.4) > 2AG(110.7)
CBl | Shoemaker et al., 2005; ['H]CP, CBlnativeD, CB2trans2 | RnCB1: CP(0.55) » 2-AG(1750)
CBl | Steffens et al., 2005; ['H]CP, nativeC, +PMSF HsCB1: AEA(25.7) » 2AG(»10000)




CBl | Valenzano et al., 2005 ['H]CP, HsCB1: CP(2.84) > WIN(106.9)
HsCB1+CB2 trans2
CBl | D’Antona et al., 2006; ["H]CP, trans4, +PMSF HsCB1: HU(3.4) > CP(4.6) > SR(7.5) > AEA(26) > WIN(73)
CBl | Shen et al., 2006; ["H]CP, trans2, @PMSF HsCB1: HU(0.025) > CP(0.047) > WIN(1.64)
CB2 | Bouaboula et al., 1993; ["H]CP, nativeH, @PMSF HsCB2: CP(0.062) > THC(0.07) > WIN(16.14)
CB2 | Munro et al., 1993; ["H]CP, trans3, @PMSF HsCB2: CP(1.6) > WIN(3.7) > CBN(250) > THC(320) > AEA(1600)" »
CBD(38000)
CB2 | Rinaldi-Carmona et al., 1994; ["H]CP, CBlnativeC, RnCB2: CP(1.37) > THC(3.90) > WIN(16.2) » SR(1000)
CB2nativel
CB2 | Lynn + Herkenham, 1994; ['H]CP, native], GPMSF RnCB2: CP(7.2) » THC(700) » CBD(41,800)
CB2 | Bayewitch et al., 1995 ["HJHU, trans2, @PMSF HsCB2: HU(0.15) » THC(39) > AEA(85)
CB2 | Facci et al., 1995; ["HJWIN, nativeN, @PMSF RnCB2: AEA(29.9) = WIN(33.5) > THC(202) > CBD(>1000)
CB2 | Felder et al., 1995; ["H]CP, CBltrans5, CB2transl, HsCB2: HU(0.52) > CP(2.55) = WIN(3.30) » THC(75.3) > CBN(301) >
+PMSF AEA(1940)
CB2 | Mechoulam et al., 1995; ["HJHU, CBlnativeB, HsCB2: AEA(581) > 2AG(1400)
CB2trans3, OPMSF
CB2 | Slipetz et al., 1995; ["H]WIN, trans3, @PMSF HsCB2: HU(0.36) > CP(1.0) = WIN(1.5) » THC(24.7 > AEA(90.3)
CB2 | Schatz et al., 1997; ["H]JCP, MmCB2, nativeK, @PMSF | MmCB2: CP(1.9) ~ CBN(2.3) > WIN(6.8) > THC(11.8)
CB2 | Bouabola et al., 1996; [3H]CP, trans2, OPMSF HsCB2: CP(4) > WIN (22)
CB2 | Shire et al., 1996; ["H]CP, trans3, @PMSF HsCB2: CP(2.4) > WIN(3.7) > THC(16.0) » AEA(239) » SR(>1000)
MmCB2: CP(5.6) > THC(15.8) > WIN(29.5) > AEA(326) > SR(>1000)
CB2 | Showalter et al., 1996; ['H]CP, trans2, +PMSF HsCB2: HU(0.22) = WIN(0.28) > CP(0.69) » THC(36.4) > CBN(96.3)
> AEA(371) > SR(702) > CBD(2860)
CB2 | Rhee et al., 1997; ["HJHU, CB2trans3, @PMSF HsCB2: HU(0.17) » THC(32.2) > CBN(126.4)
CB2 | Berglund et al., 1998; ["H]CP, RnCBlnativeA, HsCB2: methAEA(26) > AEA(67)
HsCB2nativelL +PMSF
CB2 | Linetal., 1998; ["H]CP, CBlnativeC, +PMSF RnCB1: methAEA(868) > AEA(1930)
CB2 | MacLennan et al., 1998; ["H]CP, trans2, +PMSF, Log | HsCB2: CP(2) ~ WIN(2) > CBN(10) » SR(302)
CB2 | Nowell et al., 1998; ["H]CP, trans7, @PMSF HsCB2: CP(2.24) > WIN(7.15)
CB2 | Tao + Abood, 1998; [’'H]CP trans4, +PMSF HsCB2: WIN(0.14) > HU(0.38) > CP(0.88) > THC(44.9)




CB2 | Chin et al., 1999; ["H]CP, trans2, @PMSF HsCB2: WIN(2.3) > CP(4.2)

CB2 | Lambert et al., 1999; HsCB2: WIN(10.2) > CP(19.8) » AEA(>1000) = SR(>1000)
HsCB2trans2, ["H]WIN, GPMSF RnCB2: WIN(37) » AEA(430) > methAEA(>1000) = SR(>1000)
RnCB2nativeJ, ["H]CP, +PMSF

CB2 | Song et al., 1999; [’H]CP, trans4, OPMSF HsCB2: HU(0.19) > WIN(1.6) = CP(2.4) » AEA(131.2)

CB2 | Tao etal., 1999; [’"H]CP or ["H]WIN, trans4, @PMSF | HsCB2: CP(0.75) ~ WIN(0.91) » THC(44.9) > CBN(92.7) > AEA(306)

CB2 | Gonsiorek et al., 2000; ["H]CP, trans2 + trans7, +PMSF | HsCB2 trans2: HU(0.83) » AEA(348) > 2AG(474)

HsCB2 trans7: HU(2.3) » 2AG(795) > AEA(949)

CB2 | Griffin et al., 2000; [wrong rat sequence], ["H]CP, HsCB2: CP(0.88) > WIN(1.19) » THC(44.9) » AEA (306)

trans4, +PMSF RnCB2: CP(0.64) > WIN(10.4) » THC(28.3) » AEA (>10,000)
MmCB2: CP(0.73) > WIN(9.46) » THC(27.3) » AEA (>1480)

CB2 | Rhee et al., 2000; ["HJHU, trans3, GPMSF HsCB2: HU(0.16) > WIN(1.0) > CP(5.9)

CB2 | Rhee et al., 2000 ; ["HJHU, trans3, @PMSF HsCB2: HU(0.15) > WIN(1.0)

CB2 | Feng + Song, 2001; [’"HJHU, trans4, GPMSF HsCB2: HU(0.47) > WIN(3.4) > AEA(314.5)

CB2 | Iwamura et al., 2001; ["H]CP, HsCB1+CB2 trans2, HsCB2: WIN(0.29) » THC(3.13)

RnCB1+CB2 nativeD+nativeK, @PMSF RnCB2: WIN(1.30) > THC(6.80)
MmCB2: WIN(0.56) > THC(1.73)

CB2 | Mauler et al., 2002; ["H]BAY, HsCB2trans0, @PMSF HsCB2: HU(0.14) > WIN(0.41) > CP(0.52) » THC(25.06)

CB2 | McAllister et al., 2002; [’"H]CP, trans4, +PMSF HsCB2: WIN(1.0) » THC(33) » AEA(188)

CB2 | Song + Feng, 2002; ["HJWIN, trans4, @PMSF HsCB2: HU(0.62) > WIN(4.8) » AEA(687.5)

CB2 | van der Stelt et al,, 2002 ['H]CP, native] +PMSF RnCB2: 2-AG(100) > AEA(360)

CB2 | Feng + Song, 2003 ; ["H]HU, trans4, @PMSF HsCB2: HU(0.47) > WIN(3.41) » AEA(314.5)

CB2 | Olson et al., 2003; ["H]CP, trans BHK cells, MmCB2: CP(0.36) > WIN(2.49)

CB2 | De Vry et al., 2004; ["H]BAY, CB2trans0, @PMSF HsCB2: CP(0.54) » THC(22.9)

CB2 | Govaerts et al., 2004; ["H]CP, native], CB2, @PMSF RnCB2: WIN(1.8) > CP(2.2) » HU(40) » SR(1660)

CB2 | Govaerts et al., 2004; HsCB2trans2 - ["H]WIN; HsCB2: HU(1.5) » CP(11.2) > WIN(17) » THC(309) » SR(2138)
RnCB2native] - ["H]CP; MmCB2nativelJ - [’H]CP; RnCB2: WIN(1.8) » HU(44.7) » SR(1622)

OPMSF MmCB2: WIN(4.9) » HU(55) » SR(1698)
CB2 | Mukherjee et al., 2004; ["H]CP, trans4, +PMSF HsCB2: CP(0.68) > WIN(1.2) » AEA(160) » 2AG(1100)
RnCB2: CP(0.52) > WIN(2.1) » AEA(240) » 2-AG(3700)
CB2 | Bobrov et al., 2005 [’H]CP HsCB1+2 trans2, HsCB2: CP(0.49) » AEA(290) > 2-AG(520)




RnCB1+2 nativeC+nativel], OPMSF RnCB2: CP(0.17) » AEA(3000) > 2-AG(37% at 1000)
CB2 | Brizzi et al., 2005; ["H]CP, trans3, @PMSF HsCB2: HU(0.05) > WIN(2.1)
CB2 | Savinainen et al., 2005; ["H]CP, trans2, @PMSF HsCB2: CP(1.34) =~ HU(1.95) > WIN(3.1) > 2AG(3500) > AEA(5100)
CB2 Shoemaker et al., 2005; [3H]CP, CBlnativeD, CB2trans2 | HsCB2: CP(0.58) » 2-AG(1016)
CB2 | Valenzano et al., 2005 ["H]CP, trans2 HsCB2: CP(2.33) = WIN(2.37)
CB2 | Lunn et al., 2006; ["H]CP, trans7, QPMSF HsCB2: CP(1.8) > HU(3.2) » SR(2596)

' a compilation of data from Table S-1 and Table S-2, including all studies that measured affinity of >2 ligands, enabling calculations of rank
orders
2 Ligands: THC, Ag-tetrahydrocannabinol; CBD, cannabidiol; CBN, cannabinol; AEA, anandamide (N-arachidonoyl ethanolamine); metA, R-
(+)-methanandamide; 2AG, sn-2 arachidonoyl glycerol; CP, CP55,940; WIN, WIN55212-2; HU, HU210 (1 1-OH-A8-THC-dimethylheptyl);
SR, SR141716A. Methodological notes: radioligand used in study: ["H]CP, [’H]CP55,940; [’H]SR, [’H]SR141716A; ["H]WIN,
[PHIWIN55212-2; [*"HJHU, [’HJHU243; ['H]BAY, ['H]BAY38-7271; [’H]THC-DMH, [*H]11-OH-A’-THC-dimethylheptyl; ["H]AEA,
[*H]anandamide. Note that HU210 is not HU243 (3-dimethylheptyl-11-hydroxyhexahydrocannabinol, namely reduced HU210, carrying no
double bond), and HU210 is not equivalent to 11-OH-A’-THC-DMH. Tissues or cells used in study were native or transfected. Native
included: A = brain homogenates (unspecified), B = whole brain homogenates, C = cerebrum (cortical) homogenates or ‘forebrain’
homogenates, D = cerebellum homogenates, E = hippocampus homogenates, F = cortex and caudate-putamen slices, G = neuroblastoma (Mm
N18TG2 or N1E-115) cells, H = Hs monocyte (U937) cells, J = whole spleen homogenates, K = splenocyte homogenates, L = tonsil
homogenates, M = leukemia cells, N = Rn RBL-2H3 leukemia cells. Transfected cells included: 0 = cell type not specified, 1 = AtT-20 cells,
2 = CHO cells, 3 = COS cells, 4 = HEK-293 cells, 5 = LtK cells, 6 = Xenopus oocytes, 7 = Sf9 cells. “+PMSF” indicates the presence of
PMSF or another endocannabinoid enzyme inhibitor.
rank order based on Ki values (listed parenthetically, in nM units), where (=) = Ki values within a factor of 1.5 from each other; (>) = Ki
values between 1.5- and 10-fold from each other; (») = Ki values greater than 10-fold from each other. Cannabinoid abbreviations: AEA =
anandamide, CBD = cannabidiol, CBN = cannabinol, CP = CP55,940, methAEA = R-(+)-methanandamide, HU = HU210, SR = SR141716A,
THC = A’-tetrahydrocannabinol, WIN = WIN55212-2, 2AG = 2-arachidonoyl glycerol.
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